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Written Reply 

5. Contents of the written reply: 

In the written opinion, the examiner showed his opinion that the present 
invention does not have inventive steps. However, we rebut the following 
argument. 

The reference 1 (Seikagaku; an abstract of the meeting of Japanese 
Biochemical Society, 2002) describes the isolation of an interaction factor 
with GITO. However, the transcriptional factor (GCX-1) and the gene 
encoding the factor could not be obtained from the method described in the 
reference 1 because of the following reasons: 

(1) There are a number of methods for isolating interaction 
factors. However, the transcriptional factor (GCX-1) could be 
isolated, by the use of only the yeast two-hybrid system (a system 
to detect protein-protein interactions) described in Example 1 of 
the present invention. Without using the method, it was not 
possible to confirm the interaction between GIOT-1 and GCX-1 
and then to isolate the factor. Although the reference 1 is 
reported by the present inventors, it contains neither descriptions 
nor suggestions about the screening method. Therefore, the 
transcriptional factor (GCX-1) could not be obtained based only on 
the description in the reference. 

(2) In the reference by the inventors (Mizutani et al., Mol. 
Endocrinol. 15, 1693-1705 (2001)), as quoted in reference 1, it is 
described that a GIOT-interaction protein but not GCX-1 was 
obtained by a yeast two-hybrid system. The reason is that GCX-1 
could not be isolated in the system without using another vector 
system (not reported here). 

Because of the above facts, it is not possible that a skilled person has 
easily isolated GCX-1. 

Based on the above reasons, we believe that the present invention is 
neither the invention described in the reference nor the invention easily 
obtained on the basis of the reference. Therefore, we sincerely ask to 
examine again the present invention. 
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